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1. iSfr Claim s 1—22- 



2. Uf Notion re Patent Drawing, PTO-G48. 

4. □ Notice of Informal Patent Application, Form PTO-1 52 

e. □ ■ 



_ are pemSng in the application. 



Of the above, claims _ 



. 2. □ Claims 

3, 0 Clajms 

4,J5J Claims J~ 2-2- 

,5. □ Claims 

6. □ Claims 



_ are withdrawn from consideration. 

have been cancelled. 

are allowed. 

are rejected. 

____ are objected to. 



_ ere subject to restriction or election requirement. 



rJSfl'Thia application has been filed with informal drawings under 37 C.F.R. 1 .85 which are acceptable for examination purposes. 
8. 0 Formal drawings are required in response to this Office action. 
. 8. C] The corrected or substitute drawings have been received on _ 



Under 37 C.F.R. 1.84 these drawings 



are □ acceptable; □ not acceptabte (see explanation or Notice re Patent Drawing, PTO-948). 

-■• . has (have) been □ approved by the 



, 10. (~1 The proposed additional or substitute sheet(B) of drawings, filed on 
examiner; □ disapproved by the examiner (see explanation). 



^ has been. □ approved; □ disapproved (see explanation). 



11; D The proposed drawing correction, filed 

12. □ Acknowledgement is made of the claim for priority under U.S,C. 119. The certified copy has □ been received □ not been received 

• D been fUed in parent appiicatkm, serial no. ; Hod on . 

13. L3J Since this application apppears to be in condition for aJtowance except for formal matters, prosecution as to the merits is dosed in 

accordance wfth the practice under Ex parte Ouayie, 1935C.D. 11;453 0.G. 213. 
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Serial Mo. 07/695, 201 
Art Unit 1S14 

The disclosure is, objected to because of the following 
inftir iiu-ilititr'bi : the wording of Claims 1 and 11 i& grammatically 
awkward in the phrase "A method said method cumpiises. . . w » 

Substitution with either * wherein said method eompriibefc. * - " or 
"said method comprising. . . p ie suggested. 

The drawings are objected to because of the deficiencies 
isoted on the enclosed Form PT0-34S. Coriection is required. 
Claire 10-22 are rejected under 35 U.S.C* § 112, second 
paragraph, as being indefinite for failing to particularly point 
out cmd distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 1® is confusing in the recitation of "determining the 
increase in fluorescence before and after PGR" a^ no increase in 
fluorescence occurs before PGR* 

Claim 11 (upon which Claims 12-1G depend) iy vague buC 
confusing in the recitation of H a mixture that comprises u PCR" 
as it is unclear what a PCR includes. Substitution with "a 
mixture that comprises all components necessary for the? selective 
amplification of i^aid Lai get nucleic acid by poly m**x a^e chain 
reaction. . * " is suggested. 

Claim 17 11, confusing in the rocitation of *PCR buffer that 

complices and an intercalating agent." Deletion of the word 

"and" is suggested. 

The following is a quotation of 35 U. S. C. § 103 which forms 
the basis for ail obviousness rejections set forth in this Office 
action : 



Serial Ku. 231 
Art Unit 1314 



A patent raay nut be obtained thauyh the invention i^ nut 
identically disclosed or described as Get forth in wcction 
132 of this title, if the differences between the l,ulL joct 
matter sought to be patented and the prior art are buch that 
the subject matter as a whole would have been nbviouu dt lliu 
tir.te the invention wb£ wade tu a pert.cn haviny ui dinai y 
skill in the art to which said subject matter pertains * 
Patentability shall not be negatived by the manner in which 
the invention was made. 

Subject matter developed by another pei&on, which qualifier 
as prior art only undt^r subsection < f > or ( g > of section 1£2 
of this title, shall not preclude patentability under this 
section where the subject matter and the claimed invention 
were, at the time the invention waw made, owned by the ua>.:e 
person or subject to an obligation of atjiiignuent to the saut- 
person. 

Claims 1-22 are rejected under 35 LL S* C* § 103 a& being 
unpatentable over Sutherland et al. in view of Mull is et al . 
(Reference AD, U* S* Patent No. 4,683,195)* 

Sutherland et al* disclose methods: for the uL?e of 
fluorescent dy^r including in particular ethidium bromide foi 
measurement of polymerization of nucleic acids during PCR 
amplification. They disclose that these dyes can be provided 
directly in the PCR reaction and that the dyes have a greater 
£ luoi r?nnenne when bound to double stranded DNA than when either 
bound to single stranded DNA or unbound* 

Mullis et al* disclose that amplification of nucleic acids 
by PCR cilluv/b the detection of very rare nucleic acids piesent in 
a large excess of other nucleic acid; and that detection uf 
amplified nuuleic acids is uoeful for the detection of gen w tic 
and infectious disease* They further disclose that PCR 
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E,eiectiveiy uynthe£ir:ec: only Lh^> selected tar yet DMA dax ir^j 
a»:plif lout ion. 

Therefore, it would have been obvious- to tme of ordinary 
skill in the art to use the method of detecting polywei i'^atio;. by 
u^e of fluorescent riy^s during a PCR amplification to detect the 
target nucleic acid of the amplification reaction* 

In regards to Claim 1®, the ordinary skilled artl&r-jji wuuld 
have known that one could quantitate the amount target DMA 
originally present in the amplification reaction from the 
measured chanyo in fluorescence by a simple comparison to ^ 
Btandaxd curve of the amount of fluorescence change produced by a 
given amount of initial DMA. 

In regards to Clair?<3 12-16, the use of optic fibers to 
continuously monitor the fluorescence of a solution is old and 
well known in the art and as such it vouid have been obvious to 
use one in order to vncnitor the cynthesis of the target nucleic 
acids during the amplification reaction for the welded slffipiicity 
of not having to remove aliquots of the reaction at various 
times. 

In regards to Claims 17-22, as Sutherland e?t al. disclose 
that the fluorescent dye can be provided directly within the 
starting PCR buffer, it would have been obvious to include tL- 
dye within the buffer of a kit for detecting amplified target 
nucleic acids, such as the one disclosed by Mullis et al. for the 



facial Mu. 37/S9H, 231 
Art U-tt 1814 



added convenience of Vtii^imi^ing the dmount of tit:e n^t^ied ti* 

prepare the reaction* 

Any inquiry concerning thic communication or earlier 
t-.ti^riiur.ination^ froi.i the examiner cihcuid be directed to Rebecca 
Prouty whofit telephone number i u ( 7P?3 ) 308-4000. 

Any inquiry of a general nature? or relating to the status of 
thlB application should be directed to the Group receptionist 
whose telephone number is ( 703 ) 303-3196. 




